Long-Term Safety and Efficacy of Tralokinumab in more than 1400 Patients with Moderate-to-Severe
Atopic Dermatitis Treated for up to 42 Months: an Interim Analysis of ECZTEND
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. Development of an adverse event (AE) that was deemed related to tralokinumab by the investigator in the PT Median duration of atopic dermatitis was 27.0 years (IQR 18.0-39.0) and median body surface area affected at Limitations
I nt rod u Ct I O n and led t9 temporary dlSCOI‘TtIhUCItIOn. of trial treatment, which in the opinion of the.mvestlgqtor, c.ould indicate parent-trial baseline was 46.0% (IQR 31.0-68.0) (Table 1) The safety analyses presented here do not capture AEs that may have occurred during the PTs
that continued treatment with tralokinumab may present an unreasonable safety risk for the subject Most patients were recruited from Europe (54.9%) and North America (39.2%) An analysis of the full patient exposure from PT will be reported in the future
Atobic d titis (AD) is a chronic and debilitating infl ; Kin di 0 0 lona—term treqtment Treatment with: Median time from last dose in PT to first dose in ECZTEND was 34.0 days (IQR 14.0-80.0)
pic dermatitis is a chronic and debilitating inflammatory skin disease requiring long-term treatmen , , , . , , L , , , , ) , , , , , , , o :
options with a favorable safety profile!? Any bIO.|O.gIC therapy/ mve.f,tlgc?tlonal biologic o.lgent within spemﬁe.d perl.od prlor. to bgs§llne | | Patients had up to 42 months of tralokinumab exposure with a median total time on tralokinumab (including PTs Table 3. Summary of most frequently reported AEs (25.0% of patients)
As we gain a better understanding of the immune process underlying AD, more targeted treatment options are Systemlc.: immunosuppressive/immunomodulating drugs or systemic corticosteroids within five half-lives prior plus ECZTEND) of 131.5 we.eks (IQR 83.4-161.8) .at the.tlme of data cut-off | AEs in ECZTEND interim AE< Week 12-16 ¢ ricles
being developed to improve long-term efficacy and safety to b.qsellne | o | | o o | | A total of 330 (22.9%) patients perr.nanen.tly dl.scontlnued the ECZTEND trial safety analysis set S YWee In parent triais
In the skin, interleukin (IL)-13 is a major driver of immune dysregulation, skin barrier dysfunction, and microbiome T(?plCCI| phosghédleste.ras:e—l; |nr.1|b|tor.s of t.op.lcal Janus klr)ase |nh|b|t?rs within 2 weeks prior to baseline Tl:ne most common. reqsons; for discontinuation were lack of efficacy (5.5%), other reasons (5.2%), and Tralokinumab Q2W + optional  Tralokinumab Q2W = TCS Placebo Q2W = TCS
dysbiosis, which characterize AD History of a clinically significant infection within 4 weeks prior to baseline withdrawal by patient (3.4%) TCS (n=1442: PYE=2446.2) (h=1605; PYE=473.2) (n=680:; PYE=193.1)
Tralokinumab, a first-in-class, fully human monoclonal antibody, specifically neutralizes IL-13 with high affinity’ Endpoints Summary of AEs in ECZTEND n Rate® n Rate n Rate
Phase 3 studies with tralokinumab have demonstrated favorable safety and sustained efficacy in adult patients The primary endpoint of ECZTEND is the number of AEs during the treatment period from baseline of ECZTEND up In the 1442 patients exposed to tralokinumab in ECZTEND, the total exposure time was 2446.2 PYE %) (nP/100 PYE) (adj. %) (nP/100 PYE) (adj. %) (nP/100 PYE)
with AD for up to 1year®’ to Week 268 Tralokinumab was well-tolerated in the ECZTEND interim safety analysis set, with an overall safety profile Viral upper respiratory 295 (20.5) 18.2 256 (15.7) 451 78 (12.2) 513
Given the chronic nature of AD, long-term treatment options are needed with a favorable safety profile™ Secondary endpoints are the proportions of patients achieving an Investigator’'s Global Assessment (IGA) score comparable to that of the initial treatment period in the PTs tract infection® ' ' ' ‘ ' '
An ongoing extension trial, ECZTEND (NCT03587805), is assessing the safety and efficacy of treatment with of 0/1 (clear/almost clear) and >75% improvement in Eczema Area and Severity Index (EASI-75) at Weeks 16, 56, Overall, 1127 patients reported experiencing an AE (78.2%), with 101 patients reporting serious AEs (7.0%) (Table 2) Dermatitis atopic 257 (17.8) 179 272 (15.4) 68.0 167 (26.2) 139.7
subcutaneous tralokinumab 300 mg every 2 weeks (Q2W) following participation in a parent trial (PT) 88, 104, 136, 152, 184, 216, and 2438 The majority of AEs were of mild severity, at 66.3% Upper respiratory tract 101 (70) cq 92 (5.6) 0.8 33 (4.8) 185
EASI-75 was calculated based on baseline EASI score in the PT; this is not applicable for patients from the AEs led to withdrawal from ECZTEND in 34 patients infection ' ' ' ' ' '
Obj e Ctive 'I.'ra§ki IS PT as these data will not be transferred to LEO Pharma Of these AEs, 8 were AD, 2 breast cancer, 2 invasive ductal breast carcinoma, 2 prostate cancer, Headache 79 (5.5) A 72 (4.6) 21.6 26 (3.9) 19.6
Statistical analyses 2 conjunctivitis, and 2 allergic conjunctivitis | _ Conjunctivitis 77 (5.3) 3.8 90 (5.4) 21.0 13 (19) 69
To assess the safety and efﬁcclcy of Iong—term tralokinumab treatment for adults with moderate-to-severe AEs were coded over the course of the trial qccording to the Medical Dictionqry for Regulatory Activities All other events were reported as smgle events without clusterlng on any type of AE “Pooled safety analysis set includes patients from parent trials ECZTRA 1, 2, 3, 5, and Phase 2b. *Rate calculated by number of AEs divided by PYE, multiplied by 100. “Most commonly reported as common cold.
\ atopic dermatitis ) (MedDRA) . Most frequent AEs and AEs of interest Table 4. Summary of serious AEs by Preferred Type (>0.1% of patients)
All AEs described were treatment-emergent adverse events (TEAEs), defined as AEs reported after the first The most frequent AEs (25% by MedDRA preferred term) were viral upper respiratory tract infection
dosing of the study drug (mainly reported as common cold-related symptoms), atopic dermatitis, upper respiratory tract infection, SAEs in ECZTEND interim safety analysis set
A summary of the number of AEs, the rate of AEs, the number (percentage) of patients with any TEAEs, deaths, headache, and conjunctivitis (Table 3) :
SAEs, withdrawals from the trial due to AEs, treatment-related AEs, and severe AEs are presented In addition, 2.5% of patients reported injection site reaction, 2 patients (0.1%) reported eosinophiliq, Tralokinumab Q2W
: : Event rates are presented as the number of events per 100 patient-years of exposure (PYE) 38 (2.6%) reported herpes simplex, and 30 (2.1%) reported herpes zoster. (n=1442; PYE=2446.2)
Study design (Figure 1) . o . . .
ECZTEND i . . . . . . . Overall, the pattern of frequently reported AEs in ECZTEND was similar to that observed with tralokinumab n (%) Rate (nE/100 PYE)
is an open-label, S-year extension trial including adult and adolescent patients with AD in 11 countries . :
who previously participated in the tralokinumab PTs ECZTRA 1-82° or the TraSki investigator-initiated study (lIS) n tl.19 PTs , , Serious AEs (all) 101 (70) 4.9
(Figure 1A) Serious AEs (SAEs) are summq.rlzed in Table 4 | Dermatitis atopic 6 (0.4) 0.2
In ECZTEND, patients received open-label tralokinumab 300 mg Q2W (home use) plus optional topical Patient characteristics M°§t SA.ES we.re report?d as sn:19|e events W'FhOUt any clustering c.>n type of SAE o . Asthma 3(0.2) oN
corticosteroids (TCS), with visits every 8 weeks (Figure 1B) = . > . . Serlou§ infections ano] |.n.festat|ons reported in more than one patient were corona virus infection, eczema c e e 3(0.2) o-
Data are presented from 1442 eligible adult patients with moderate-to-severe AD from multinational clinical This interim sqfe’Fy analysis included 1442 pq.tlents from the PTs ECZTRAT, 2, 3, 4, 5, and 7 who had received herpeticum, and tonsillitis 2rone VIS |n.ec: or . |
- - : . - : 21 dose of tralokinumab at data cut-off, April 30, 2021 (Table 1) The number of malignancies reported was 7 (excluding non-melanoma skin cancer), with no type of malignanc Eczema herpeticum 3(0.2) 0.
trials of tralokinumab completed at data cut-off (April 30, 2021; ECZTRA 1, 2, 3, 4, 5, and 7). Patients received , , . , , , . 9 rep 9 ' yP 9 Y N y
up to 42 months of total tralokinumab treatment (2.5 years in the open-label extension ECZTEND and Sllghtly more patients were mqle (57'6/‘,’)1 median age was 38.0 years (interquartile range [IQR] 27.0-50.0), and repeated in more than 2 patients
<1year in PTs). median age at onset of atopic dermatitis was 3.0 years (IQR 1.0-15.0) (Table 1) No events of conjunctivitis were SAEs Figure 2. Proportion of patients with 104 weeks in ECZTEND prior to data cutoff achieving EASI-75, IGA 0/1,
ECZTRA 1/2: double-blinded, randomized, placebo-controlled, 52-week monotherapy trials Table 1. ECZTEND interim analysis baseline demographic and disease characteristics No deaths were reported Worst Weekly Pruritus NRS =3, and DLQI =5
ECZTRA 3: double-blinded, randomized, placebo-controlled, 32-week TCS combination trial . . — . 100
ECZTRA 4: open-label, 14-week, drug-drug interaction (DDI) trial Baseline Demographics ECZTEND interim safety analysis set n=1442 Table 2. Summary of AEs in ECZTEND at the April 30, 2021, data cut-off (safety analysis set) 85 1
ECZTRA 5: double-blinded, randomized, placebo-controlled, 16-week, vaccine antibody-response trial Age, Median years (IQR) 38.0 (27.0; 50.0) 80 80.2 776 76.4 -
ECZTRA 7: randomized, double-blinded, placebo-controlled, 26-week TCS combination trial in Cyclosporin A Sex. n (%) AEs in ECZTEND interim AEs Week 12-16 in parent trials® X i o 058
(CsA) refractory patients M;JIe —p— safety analysis set 2 60 o > 565 544
'(I'Fr;g l::\:e{cl:r;\ analysis of IGA 0/1 and EASI-75 at Week 104 of ECZTEND included 616 patients (Week 104 cohort) - o1 2 Tralokinumab Q2W + optional _ Tralokinumab G2W £ TCS | Placebo Q2W £ TCS (n=680; 'g - 47.2 4L6.4
Patients and treqtment Race. n (%) TCS (n=1442; PYE=2446.2) (n=1605; PYE=473.2) PYE=193.1) 0 b
Patiant iaible for ECZTEND dl ¢ orior traqt . — ° n Rate® n Rate n Rate o e Bl As observed
a l.en S V\{ere e.|g| . e 10r regaraiess or prior trreatment group or response In White 1093 (759) (%) (nP/1OO PYE) (Cldj. %) (nP/1OO PYE) (Cldj. %) (nP/1OO PYE) | | | | | - | OCF
Key inclusion criteria: | B | B | B 2| O modifieanr
Completion of the treatment period(s) in one of the PTs (ECZTRA 1-8 and TraSki IIS) Black 108 (7.5) All AEs 1127 (78.2) 198.7 1080 (65.7) 639.5 449 (67.2) 678.3 0
Compliance with the clinical trial protocol in the PT to the satisfaction of the investigator Asian 203 (14.1) Severity EASI-/5 IGA O/1 NRS <3 DLQI =5 B /
Ability and willingness to self-administer tralokinumab treatment (or have it administered by a caregiver) at Parent trial, n (%) Mila 956 66.3) 132.6 881(53.2) 4298 326 (490) 3910 meriants o o s beacent msed tmapaits. T moditec NR atsod comacarparcE pants aho cstertinee hom w1l coe 6 cceres vt o ok f affoacy o emresponciers e s g e
home after the initial three injection visits at the trial site (in this trial) CC7TRA - 450 (31.2) Moderate 628 (43.6) 505 518 (31.5) 1895 258 (39.0) 254, 3 imputed with LOCF,

Key exclusion criteria: o
Last investigational medicinal product injection in the PT received >26 weeks prior to baseline ECZTRA 2 293 (20.3) Se.vere 102 (7.1) 06 77 (4.6) 20.2 40 (6.3) 330 CO nCI USIO nS
Development of a serious adverse event (SAE) deemed related to tralokinumab by the investigator in the PT, ECZTRA 3 282 (19.6) Serious AEs 101 (7.0} 4.9 37(2.1) 14 18 (2.8) n.?

which in the opinion of the investigator, could indicate that continued treatment with tralokinumab may AEs leading to dru This interim analysis of ECZTEND demonstrates that long-term use of tralokinumab 300 mg Q2W was
. ' : ECZTRA 4 31(2.7) ) 9 9 34 (2.4) 1.4 38 (2.3) 99 20 (2.8) 13.3 well-tolerated, and no new safety signals were identified with up to 42 months of treatment
present an unreasonable safety risk for the subject withdrawal : ] : : :
ECZTRA 5 149 (10.3) Overall, tralokinumab 300 mg Q2W plus optional TCS demonstrated sustained long-term improvement in
' Outcome : ) "
: : : : : extent and severity of atopic dermatitis at Week 104
Figure 1. A. Patient recruitment from parent trials B. ECZTEND study design ECZTRA 7 237 (16.4) y P
: : TP : ' Not recovered/not 378 (26.2) 249 232 (14.3) 65.4 90 (13.5) 65.2 This analysis confirms the long-term benefit-risk profile of targeted IL-13 inhibition with tralokinumab in
C. patient cohorts in ECZTEND interim analysis _ resolved : : : : : : : :
Age at onset of AD, median years (IQR) 3.0 (1.0; 15.0) patients with moderate-to-severe AD
: . Recovering/resolving| 190 (13.2) 1.0 79 (5.0) 189 36 (5.4) 22.7 < /
A c Duration of AD, median years (IQR) 27.0 (18.0; 39.0)
| Patient cohorts in References
B ECZTRAT(monotherapy) 2 ECZTEND interim analvsis . oy : . . Recovered/resolved 1052 (73.0) 160.1 997 (60.2) S44.5 416 (62.4) 585.4 1. Nutten S. Ann Nutr Metab. 2015:66 (Suppl 11:8-16. 2. Weidinger S, Novak N. Lancet. 2016;387:1109-22. 3. Bieber T. Allergy. 2020:75:54-62. 4. Tsoi LC, et al. J Investig Dermatol. 2019:139:1480-9. 5. Furue K, et al.
E April 30, 2021 data cut-off Y Disease Characteristics Parent Trial Baseline ECZTEND Baseline Immunology. 2019;158(4):281-286. 6. Tubau C and Puig L. Immunotherapy. 2021:13(4):327-344. 7. Popovic B, et al. J Mol Biol. 2017:429:208-19. 8. Wollenberg A, et al. Br J Dermatol. 2021:184(3):437-449.
— = . o Recovered/resolved 9. Silverberg JI, et al. Br J Dermatol. 2021;184(3):450-463. 10. Augustin M, et al. J Eur Acad Dermatol Venereol. 2020;34:142-52.
m— Pi IGA severity, n (%) with sequ el/ o 20 (1.4) 0.9 18 (1.0) 3.5 2 (0.3) 1.7 Disclosures
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reviations: , ATOPIC dermdartitis, , Anti-drug antiooadaies, dqgj., adgjusteq, , aaverse event, , larens bermdatolo ITe Quall naex; CSA, Cyclosporine, , Arug-arug interaction, , bermatolo ITe Quall naex, , ECZemad Ared dn everl b ° ° ° ° ° ° °
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LTE, long-term extension; MedDRA, Medical Dictionary for Regulatory Activities; NRS, Numeric Rating Scale; POEM, Patient-Oriented Eczema Measure; PT, parent trial; PYE, patient-years exposure; g2w, every 2 weeks; SAE, serious adverse event; SCORAD, SCORing Atopic Y P Y ' 9 yp y 9y 9 ! )

Dermatitis; SFU, safety follow-up; TCS, topical corticosteroids; TEAEs, treatment emergent adverse events. °Available in 1440 patients. °In PTs, worst sleep/pruritus NRS is assessed daily; in ECZTEND, worst sleep/pruritus NRS is assessed based on recall of the previous week before the visit.



